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1. Stan* of Claims 

Upon entry of the present amendment to the claims, effim 21, 22, 24, 27. 30, 31, 34-36, 
39, 42, 43, unci 46-60 will be pending and under examination in this application, claims 1-20, 23 ( 
25, 26. 28, 29, 32. 33, 37, 38, 40, 4044, and 45 having Been previously cancelled and claims 53- 
60 newly added. Support for the new claims can be found throughout the specification, e.g., at 
page 8, lines 1 8-25; page 10, lines 5-7 and 29-32; and Example 1 at page I 3, lines 1 2-24 of the 
substitute application iiied on September 28, 2006. No new matter is added. 

Claims 21 , 22, 24, 27, 30, 31, 34-36, 39, 42, 43, and 46-52 remain rejected under 33 
liSX\ | 103(a) as being unpatentable over U.S. Patent No. 0H^BS rSugiyama"), in view of 
Hammond el at, Nature Generics, 2:1 10-1 19 (2001) f Hammond '% and WO 03/061386 Ai 
f Lopex-}. AppBeants traverse for the reasons described below. 

Applicants understand the Examines argument as to the alleged obviousness of fee 
rejected claims in this application to be as ibllows: 

I Sugiyama teaches SEQ ID NO: 1 4 (exon 5 of WT1 ) and that anttsense oligonucleotides 
can be made that comprise 5 to 50 continuous nucleotides or 5 to 70 nucleotides of sequences 
contained in any of the ten exonsof WT1. 

xl Although Sugiyama does not teach an actual antisense oligomicieo&te targeted to 
exon 5, Sugiyaraa does teach the use of antisense molecule targeted to exon 6. 

in. One of ordinary skill in the art could take the teachings in Sugiyama as they relate to 
exon 6 and apply them with a reasonable expectation of success to design and use an aniisense 
molecule targeted to exon 5. 

iv. Because Sugiyama does not teach an siRNA molecule, Hammond is relied on to 
teach that RNA interference is superior to antisense, 11ms, according to the Examiner, 
Hammond would have motivated the ordinary artisan to make Applicants' claimed invention 
because Sugiyama "taught the desire to make anfisense molecules targeted to SEQ ID NO: 14 
(exon 5)." Office Action at page 8. 
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v. One of ordinary Skill is the art "'would fee able to reasonably expect success with a 
particular antisense molecule Is predictive of 'success with siRNA tliat targets the same sequence 
targeted, by the antisense molecule-* m view of Yiekers et al. which allegedly teaches "thai one 
can make and use siRNAs ^mprMnjg;ali^y.l^>#n-#)tiseBse oligonucleotide sequences;" See, 
Office Action at pages 7-8. 

'The Office Action's reasoning makes several leaps of logic. First, it assumes that simply 
because one of Sugiyama's antisense molecules that is antisense to exon 6 of WT I worked, an 
antisense molecule to a di fferent, untested region - exon 5 - would: also be effective w 
suppressing cel.! growth. Second, the Office Action assumes that tits ordlpan' skilled artisan 
would choose the particular species of antisense molecules that target the particular region of 
exon 5 that is targeted by Applicants' slRNA molecule—again with no evidence whatsoever that 
this species mpartkutar has any aatisense activity, Third, despite the lack of disclosure in 
Sngiyanta regarding any such antisense molecule's being prepared and tested to demonstrate 
activity, the Examiner alleges that one of ordinary skill in the art would con vert this hypothetical 
antisense molecule targeting &. particular region, of expn 5. into an siRNA that suppresses cell 
growth, with a reasonable expectation of success. This allegation is surprising and entirely 
unjustified, given the tact that the ordinary artisan at the time of the filing of this application was 
lolly aware of the unpredietabiliiyof individual siRNAs. For example, Da vies et ai, Human 
Molecular Gemtm 13:235-246 (2004) (document AH in the Information Disclosure Statement 
tiled January 1 8, 2008), state in the context pf studies with siRNAs for WTI, 'It has beep 
documented that, while slRNA is generally highly effective In repressing gene expression in 
mammalian cells, the effectiveness of any particular siRNA Is difficult to predict." (see, the 
carryover sentence of pages 23;6-237; emphasis supplied}. In addition, MeMarms et ah, J. 
Immunol, 169:5754-5760 (2002) (document 1 In the Information Disclosure Statement filed on 
September 21,201 0} states, hi relevant part, observed that the majority of the synthetic 
CD4 and €Df?a siRNAs were nanefleetive at slk^eiiitg. . . An examination of the nucleotide 
sequences did not reveal any obvious differences between the effective and ineffective siRNAs" 
(page 5747, left column, first full paragraph; emphasis supplied), McManus shows that only one 
out of five siRNAs targeting CD4 uiRNA was capable of reducing expression of CD4. Both 
Davies and McManus establish the unpredletabOiry associated with siRNAs. Based on this 
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unpredictability, and the fact that SugiyamardM .not demonsu'are success with even one antisense 
molecule targeting SEQ ID MO* 14, the ordinary artisan at the time of the Sling of the present 
application would not have had any reasonable expectation that a hy pothe tical siRNA version of 
SugiyamaN hypothetical antisense molecule targeting SBQ ID HO: 14 would be able to suppress 
WTI expression and suppress ceil growth. 

The Office Action dismisses Davies fey saying- 
it should be noted thai the mere fact that predicting the eOeetiveuess of siRNAs is difficult does 
not whatsoever indicate that snaking or synthesizing or producing the claimed invention would 
have been unpredictable at the time of filing. 

To be clear, Applicants are not arguing argue that %Takiag :ar synthesizing or producing the 
claimed invention" "would have been unpredictable "at the time of fsiiftg. Rather, Applicants are 
arguing that the ordinary artisan at the time of the filing of the present application would have 
had no reason to select the particular region of exon 5 of WTI targeted by Applicants' claimed 
siRNA and tnake an siRNA from a hypothetical antisense molee ale when it was unpredictable 
whether either the antisense molecule or the siRNA would be etteetive; and fortherrnorc, would 
have had no expectation of success in view of the art-recognized unpredictability with respect to 
siRNAs in general (us explained above}. 

The Office Action relies on. Viekers et ul. ' tor the proposition that "one can make and use 
siRNAs comprising already known antisense oligonucleotide sequences.'' But Vickers . does hot 
help the iiixaniiner because,as the Examiner admits. Vickers' teaching is directed to "already 
; known aniisense oligonucleotide sequences."- Thai is. Vickers staris with antisense molecules 
that have been shown to be active, and compares each of those active aadseti.se molecules with 
siRNA molecules targeting the same region targeted fey the antisense molecule. In contrast, the 
present rejection is based on a reference (Sagiyama) in which the only disclosed a ctive antisense 
molecules target regions other than t he reason that is the focus of the present claims. Nowhere i n 
Sugiyama is there any teaching of an effective antisense molecule targeted to exon 5 of WTI . 
Tims, regardless of Vicker's teachings (or those of any of the Other cited references), there is 
simply no reason to use the combined references cited in this rejection to arrive at Applicants" 

i 

Applicants note ib&i Vickejv st at is not set toon its the statesaesn of the : rsjeW5<m. 
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invention. This is plainly a case in which imperrolssifeie hindsight reconstruction of Applicants" 

invention was employed. 

Next, Applicants address the iollowlng statement in the Office '-Action at page 1 1 „ second 

lull paragraph, directed at the evidence of(eacmng~gwm4isQmmd at pages 10-1 I of the 

response filed November 21,2011: 

it is noted that neither Yamagamt et ai. nor Murata et: al. have been relied upon m the instant 
rejection. Therefore, arguments discussing these references appear to be misplaced and will not 
be considered, addressed, or discussed by the Examiner. 

Applicants respeotlfelly submit that the Examiner committed dear legal error in not considering 

and addressing the teaching away in Yamagaml et aL and Murata et ai. simply because these 

references were not relied upon in the instant rejection. Applicants first draw the Examiners 

attention to MPEP § 21 4] .02(1), which makes clear that obviousness must he viewed in the 

context of the art as^whole. "Art as a whole*" plainly does not mean the few refer ences 

selected by the Examiner as supposedly supporting a rejection. In KSK jnt 'l C&. v Te!0ex r Im, 

550 U.S. 398 (2007), the Supreme Court reaffirmed the principle that "when the prior art teaches 

away from combining certain known elements, discovery of a saecessiM means of comhining 

them: is more iikeiy to fee nonobviopsf From this guidance by the Supreme CoutimKSR, it 

should he ahandaady clear that when i lhe,piipx.arf ' (which certainly means nuich more than 

merely the limited set of references relied upon inn rejection or by a defendant in a litigation) 

teaches away;, that teaching away must he considered by the Examiner or the reviewing court. 

AfPEP § 21 45(D)(3) states that: *The totality of the prior art must he considered, and proceeding: 

contrary to accepted wisdom in the art is evidence of nonobvionsnessf ' Thai the Examiner 

committed clear legal error in disregarding the teaching away in Yamagami ei ai. and Murata et 

al, is farther evidenced by the Federal GlreniEs decision In In re 'D&w Chemical Co. f 837 F.2d 

469, 473 (Fed. Or. 1998), where the court stated, in relevant part: 

The consistent criterion tor dctermirsaooo of obvionsucss Is whether the prior art would have 
suggested to one of ordinary skilf in the art that this process should be carried oat and would have 
a reasonable likelihood of success, viewed in the light of the prior tut. Both the suggestion and 
the expectation of success mast he founded In the prior art, rsot in the applicants disclosure. 

in determining whether such a suggestion can fairly be gleaned trout the prior Kit, the full field of 
the hwej$tfo« most be cons leered; for the person of ordinary skill is charged with knowledge of 
the entire body- ©CtectapiegieaJ. lltei^re^Jacluding that which -might lead away from the claimed 
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iuveatidn. The Comurtssioner argues that since the PTO is no longer relying on. Farmer or the 
Bacon arsd Farmer article, the applicant is creating a "straw man," It is indeed pestineBt that these 
references teach against the present Invention, Evidence that supports, rather than negates, 
patentability must be fairly considered, {citations omi&ed) 

Similarly, m In re Hedges, 783 F.2d 1038, 1039, 104! (Fed. Cir. 1986), the Federal Circuit 
considered evidence of teaching cm-ay found in three references that were not part of the cited 
rejection and, in finding that those references-did indeed teach away, held that "the prior art as a 
whole must bo considered." 11ms.. in the present ease, the Examiner cannot simply set aside 
Applicants evidence of teaching away, but rather most give full, consideration to Applicants' 
evidence and either accept it as persuasive or provide an adequate justiikation for disbelieving it. 
Apps scants ie.j»peeuuii> submit mat wnen tne above arguments ate piopeuy eonstuefeu, tins 
obviousness; rejection should be withdrawn. 

Finally, Applicants note that the combined teachings f&tiqtfydm^NmmoaS, mASjapK 
also fail, to suggest the subject matter of the newly added claims; claims 53-60, Nowhere In any 
of these references:, either alone or taken together, is there any suggestion of art isolated DNA 
Consisting of the specific sequence: set .forth, in SEQ li) NO: 3 and optionally one or more 
transcription control sequences operably linked, to the sequence of SEQ ID NO:3: or an isolated 
RNA consisting of an RNA sequence that is the: RNA eqmyalept of the specific sequence set 
forth in SEQ ID NO: 3- whhAviihoor one to eight overhanging nucleotides at ei ther or both of the 
5' and 3' termini of the RNA sequence: or a vector that expresses such RNA molccal.es. As 
showTt In Example- 1 of the application as liled, the sequence set forth In SEQ I D NO: 3 has the 
following structure: 5'- C CCT TOT GTC CAT TTG ACT GAG CTG GAG CT (DNA encoding 
a 30-roer aritisense strand of the target RNA)--AAA ACT CGA GAA AA (loop sequence 
containing an Xhol site) -AG CTC CAG CTC AGT GAA ATG GAC AG A AGO Q (DNA 
encoding a 30-mer sense strand of the target RNAKKJlACCCXXAIAI^ArCf rnTHT-A. In 
contrast, the sequence set Ibrfe in SEQ ID NO: 1.4 of Sugiyama is: 5' AGTTGCTGCT 
GGGAGCTCCA GCTCAGTGAA ATGGACAGAA GGGCAGAGCA A 3'. The sequence set 
forth in SEQ ID NOG is dearly different lorn the sequence set forth in SEQ ID NO: 14 of 
Sugiyama. When determining whether a claim is obvious, an Examiner must make "a. searching 
comparison of the claimed invention -iacludjiig.-.aii its limitations - with the teachings of the 
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prior art." In m OchiaL 71 F.3d 1565, 1572 (Fed. Cir. 1995} {emphasis added). Thus, 
"obviousness requires a suggestion of ail limitations in a claim." CFM1] Inc. v. YieMnp Im t 
Corp... 349 F.3d 1333, 1342 (Fed, Cir. 2003) (citing In re Koyka, 490 F.2d 981 , 985 (CCPA 
1 974)). The combined teachings of Sugiyaitsa, liamrnorsd, and Lopez simply fail to suggest the 
subject matter oi the new claims. 

For at least the foregoing reasons. Applicants assert that these references, taken alone or 
hi combination, do not establish z prima facie case of obviousness. Accordingly, Applicants 
request that the Examiner reconsider and withdraw the rejection. 



CONCLUSK)N 

Applicants submit that all pending claims are in condition for allowance and thus request 
the timely issuance of a Notice of Allowability. If a discussion would he helpful to expedite 
prosecution, the Examiner is invited to call the undersigned at the telephone number provided 
below. 

Applicants petition lor a: one-month extension of time to respond to the Office Action. 
Please apply any necessary charges or credits, to Deposit Account No. 06-1050, te&rencingi the 
above attorney docket number. 

Respectfully submitted, 
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